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The invention provides an efficient method for the resolution of (R)-(+)-(formula (I)) and (S)-(-)(formula 
(ll))-enantiomers of amlodipine, where the chiral reagent for resolution is tartaric acid and the chiral 
auxiliary reagent for resolution is deuterated dimethyl sulphoxide (DMS06). 
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^(R)-(+)-W(S)-(-)-W«#W35fft. 
faft-*P33ER[DMS0-d,). 




ooio27oi.8 & f 'J H 3c =fS mi/iM 



1. ■»^a^»^**djft*»YW(R)-(+)-»(s)-(-)-#w<*ttAU-. g 

a^-- > hDMso-d.w(s)-(-)-feajii j i i WD-ii5»ffi, ma%~^ 

DMSO-d.M(R)-(+)-fUWFM L-«^&M#»£, KM'^aJ^fej 

2. MffiWJS* 1 J>fi*W56rtt, SDMSO-d 1 /*«tt¥>l(*fc 
fcfc)*#T. ^fMffl-g- MBO-d.WW#l#3RI*RTeiffi-d- DKS0-d«Si#»££ 

(s) - (-) -mmm^-^-D-m^m-^-mso-d, m&mm <r> - w 
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4=3£W««— ^pftr (R) - (+) -» (S) - (-) -X* 

£%M (DMSO-d,). ' 

mmm m . (r) - (+) -niftei^T »»r ^±^$1^^. . 




(S) - (-) f (R) - (+) 



*¥JS&w] (Pfizer) S93T- > h«i[*¥J(iHft#tt*F4i'flJfr/rtt- 

(W095/25722), »^W*«ftEWfl2/Bzi«F. 
£.£1M (DMSO) 

*SH^jitBAm«-¥«.w(DMso-d«)ji-#tk dmso aaFW-^ttw*!. 
K^^^jt'piii 100% e. e. , mmmm. 

(DMSO-dJ, MUfe¥ftjiftKttJI*H:*ftftii 0.25. S*WSE«* 

(s) - (-) -*-D-a5«-*-Miso-d. ie^se (r) - (+) -«a*Y- 

-*-L-a^^-^-DMS0-d 8 . 
CDMSO-d,,) 3E^DMS0-d.WW*L*»J+4J-»J*)»aiCll!l 5 F*lJS5». Bf£" 
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D-IH^»a, MIS0-d.W («-(+) -MiftYW L- 

Wffitttttt- -S^iha bT UftSI (R) - (+) -^HiSPFiS (S) - (-) 

»4^»S«W>irWi8 0. 25 3*ffl£IKftW?BER ( Jliflrsfcffl 

&<j&L~$reg§, nswijfflD-p^®) Aba, fflSftttwaaife^ASJH 
5$tfo Diiso-d.E*«flr*dWEffi. 

S> Sf> H> » @i§, zK, JJfffnfe. 

tJEtt«F»J* mso-d., DMSO, ftm Z.K, Iffl&ifci*, 

N, N' -Z^lfM, N, N' --Wfiifflju Z.KZ.S. -ft 

m r. 2-~*Z.£, l, l, i-=az,JK, z.J»#^*. 

Sa-SS Wtt«. DMSO-d«/MEife-f >1 (#ftfcfc) . 

& £ w«Ea»ffl/«»9j« (s) - (-> -mut y-*-d-«^j8-* 

-DMSO-d ft (R)-(+)-®aHfe¥-¥-L-?l^K-^-DMS0-d 8 E£®. 
3. £^ gjgflij 

£W F**«'t',#iftWA*ttJKS¥tt hplc «Jjfc./8T-#KW hplc 

4fr#ftlT: f-ttttUltron ES-OVM, 0vomucoid-15cm, g&g 0. 3ml/min, • 
ftSMjlfrfc 360nm, «U?&ffiW»S:iift«tf8ft(20mlI, PH7)/£fft=80/20 o 
f¥ft* ; 3 1 Z,*l/#=50/50 >f, «JK* 0. 3mg/ml„ 

mmm ^ s (r. s) -mmmmmH-y-uum-^-v-mz®- 

H-DMS0-d 6 E^»»(RH+)-ft*±t!!¥-*-i>-}15tt-*-DMS0-d, 

5g (Ri S) -tUm*m=F 22. 9g M DMS0-d„<£, &/§JqA$- 0.458g D- 
JE?iK(0. 25 W^S*)^ 22. 9g W DMS0-d,*ft#|^Bti8#, & 

JM&siffi, .tMTm#a;«o ztmjs, mm 20ml j^ium k*w^e 50 
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°C FX£T^OT,t# 2. 36g(aifetBc*eO 68%)(S)-(-)-E»±feT-*-D- 
-}i^{t-^.-DMS0-d fi ia^tl,m.p.l58-160'C, (Si|L:C50.81%, H(D) 7.09%, 
N 4. 84%, CJJMMIl'O. 5[CJW)J • CJMJS ttitt#&: C 50. 74%, H(D) 7. 04%, 
N 4. 90%) , 99. 9% d. e. HPLC) . 

0.44g L-jgtfK <0.25J*fti5*> JgAi4«**», S^T»a« 0 

a^isffl 20ml mmm». soicTJcsTflia*. * 2.o g cs 

ifeift^W 55%) (R)-(+)-«iWt 3 F-*-L-»5«-*- Dnso-d.ae-&«&, 
m.p. 158-160'C, "(Jga: C 50.67%, H(D) 6.95%, N 4. 90%, CJUW£1« 
0.5 [CM •CMS fltMHt: C 50.74%, H(D) 7.04%, N 4.93W,** 
mS. 99. 5% d. e. HPLC) . 

£«&fl"J 2 ffl(S)-(-)-M«±ft¥-*-D-?l^^-^-DMS0-d 6 ffi^tl$'J# 

(s)-(-)-mm±4¥ 5 g (s) - (-) -«« jftY-^-D-JB^K-^-DMso-d, e# 

t/*B56ml 2N NaOH /KW? 56ml OWL-aSH* 40 £]7Ki,t&# 

50VM-^MU^mm 3.20g (3%i&*fi<J 88%) (S) 
m.p. 107-110°C, CRM: C 58.69%, H 6. 09%, N 6. 84%; CM&ClMf 
WM: C 58.75%, H 6. 16%, N 6. 85%), [ a ]„ 25 -32. 6° (C=l, MeOH) , ft 
#£6ffi 99. 9% e, e. (£14 HPLC) . 

mmm 3 (R) - <+) -«^HM.-iH5l&-*- DMS0-d 6 &£ 

m #(R)-(+)-mmitfe¥- s g ( r ) - ( + > -um^-^-i-m^m-^-mso-d„ 

Sfi-£t/#i 56ml 2N NaOH 7k%i ; M5 56ml CH 2 C1 2 — aft# 40 ffl*. 

MH#g 50°cX£a$fii*f 3. 31g (Sifcift^ift 91%) 00 -(+)-«** 

f, m.p. 107-1 10"C, (J83Hi C 58.41%, H 6. 05%, N 6. 62%; WUMJyCl 
Wtl-JIffi: C 58.75%, H 6. 16%, N6.85%), [a].* +32. 6" CC=1, MeOH) , 
ft^*$Jg 99. 5% e. e. HPLC) . 

£Mij4 $ (r. s) -^mmmimy(-)-^m-^-m^m- 
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4M)MSO-d,E£»jfn (R) - ( + ) -mmill5¥-¥-D-;TB^K-ll-DMSO-d.l5E 

M#|J 2-3 4bSK^«^tiS (S)-(-)-'€^ife¥^(R)-(+)-W&f- 



KM 




(S)-(-)-*Mtt% e. e.* 


(RM+)-*JI<*ft e. e. * 


9ZJI 


2 


99.0 


98.7 


¥* 


2 


92.0 


91.7' 


£PJiil 


5 


92.6 


92.4 




10 


98.5 


98.4 




10 


98.3 


98. 1 




33 


98.6 


98.5 


-Z.iSZ.ig 


50 


99.2 


99. 1 




50 


100 


99.8 


..;z,2£Wt 




98.1 


98.4 




72 


91.1 


90.5 






94.5 


94. 1 




50 


99.2 


99.0 




70 


95.7 


96. 1 


PJffl 


90 


95.4 


95.7 


PJBB 


97 


96.8 


96.5 


mm 


99 


95.4 


95. 1 



*iiM#&»l4HPLCo 



120ml i. 4 g mmmw, &m*%m j -mm. 6o°c. 

mmfe, ®±m&m%im$LM, amis, 20*1 

90%), C£IE:C54.85%, H5.15%, N 5. 58%; CJkNACl ftlitgl!: C 54. 72%, 
H 5. 14%, N 5. 34%), [ a ],; 5 -24. 9° (C=l, MeOH) , ft^JK 99. 9% e. e. (-?• 
14 HPLC) . ■ 



